Water intake is regulated by neocortical top-down circuits, but their identity 29 and the cellular mechanisms involved are scantly known. Here, we show that 30 endogenous activation of type-1 cannabinoid receptors (CB1) promotes water 31 intake and that endocannabinoid modulation of excitatory projections from the 32 anterior cingulate cortex to the basolateral amygdala is sufficient to guarantee 33 physiological drinking. These data reveal a new circuit involved in the 34 homeostatic control of water intake. 35 36 3
ANR-18-CE16-0001-02, to G.M.) and BRAIN ANR-10-LABX-0043, to G.M. positive neurons (Glu-CB1-RS) 19 . The mice used in this study were 7-10 weeks old at 363 the beginning of the experiments.
364
Water intake assays. Water intake was observed at 30, 60 and 120 minutes after and NaCl. We started to test water intake 7 days after the ICV cannula implantation.
373
ICV injection was once a day in each mouse. In the progressive ANG dose-response 374 experiments, we did ICV injections of saline, 5 ng, 15 ng, and 45 ng ANG (2μl/mouse) 375 in different days. Then, we start the ICV NaCl injection 3 days after the last ICV ANG 376 injection, ICV injection was once a day in each mouse. In the progressive NaCl 377 dose-response experiments, we did ICV NaCl injections of 0.15M, 0.3M, 0.6M, and 378 1.2M NaCl (1μl/mouse) in the different days. In order to make sure that mice were 379 drinking normally before the treatments, each mouse was observed the daily water 380 intake during the experiments.
381
Body water composition analysis. The basal body water composition test was 382 performed in mice by using a mouse-specific nuclear magnetic resonance whole 383 body composition analyzer (EchoMRITM-900, EchoMedical Systems, Houston, TX).
384
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